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COMPLETE SPECIHCATION 
Manufacture of Para- Aminosalicylates 



We, Michael Ewjehbach and Adolf 
SiEGLrrz, both German drizens, of Georg 
Voigtsrrassc 12, Frankfurt, Main, Germany, 
and Orienstrasse, Bad Soden, TamiuSj Ger- 

5 many, respectively, do hereby declare the 
invcnaon, far which we pray thai a parent 
may be granted to us, and the method by 
which it is to be performed, to be particularly 
described in and by the ' following state- 

10 man: — 

The usual anti-bistarninic substances arc 
' generally applied far therapeutic purposes in 
rhe form of salts of the corresponding bases 
with inorganic acids, die potency of the salt 

15 corresponding to that of the base di minish ed 
in proportion to the weight of the acid com- 
bined wiih the base. (Compare "Die Phar- 
mazie," 1947, page 495; "Chemisches Zen- 
tralblan," Verlag Chemie: 3947, Vol. I, pages 

20 446' et s*g.). " 

The present invention is -based on the 
observation that rhe salrs of anti-histaniinic 
bases of ihe general formula 



/ 



CH - CH, - OH, 



5?" or 




in which R 5 and R3 each represents a methyl 
group or *he grouping 

— N< 
R- 

lepresents a pyrrolidine group, and R, reprt- 
31) sents a pyridyl or thiazoly] group, with para- 
aminosalicylic acid are distinguished by a 
surprisingly high ann-hosraminic action. Tors 
[Price 2/8] ' 



action considerably exceeds .that of the anti- 
hist2aninic base and the knows sals thereof. 

Although para-arninosalicyhc acid itself £6 
exhibits a certain anri-histaminic effect, this - 
does not s uffice to explain rhe mbanrrd action 
of the salts, which is due to a synergistic 
• action* 

The' salts of anti-histaminic .bases, with 40 . 
para^arnmosalicylic acid are made in accor- 
dance with this invention , by reacting equi- 
molecular prcpoznons of para- anibosahcylic 
acid wirh an anti-hisrammic base, or by rhe 

. double decomposition of an alkali sail or 45 
alkaline earth metal salt of para-arninosalicylk : 
acid with a sail of an ann-hisxamrnic base 
with an inorganic a ci d. . 
* As examples of sahs of arra^hfstarnmic . 
bases in accordance wirh rhe inve rtticm mere 60 
may be mentioned especially i-phenyl-x- 
pyridyl - (a 1 ) - 3-dimerhylarnmonronane para- 
aminosalicylate, r-phenyl-l-pyndyKa'Va-N- . 
pyrjalidmopropane para - aniinosahcylate, 2- 
phenyl - 1 - thiazolyl - (2 1 ) - 3-N-pyirolidino- 66 . 
propane pam-amanosalicylate and jo-dknethyl- 

. arnmoemyl-phenrhiazine para-arnmosahcryiate. 
The following examples Hrnsrrate rhe inven- 
tion, the parrs being by weight unless other- 
wise stared, and rhe relationship of parts by 60 
weight 10 parrs by volume being the same as 
that of the kilogram to the litre f 

EXAMPLE X. 

i-PHB^-i-PViaDTL^a^a-niMsnmjuiaiNO- 

PROPANE T AEA-AMJNOSAXICnJLTE. 65 

Equivalent quantities of itphenyl-l-pyridyl- 
- 3'* dimethyl - aininopropanc^ and para- 
aminosa licylic acid are lerwcratnly dissolved in 
ethyl acetate, and the two solutions are mixed 
together. The salt named above very soon 
separates in a practically quantitative yield. 
It melts at ternpexarures. of 144— 145* C 
with decornposrtion, and is twice as potent as 
the corresponding phosphate. 

Example a. 75 
i-PHsm.-:-PYBiDYi.-(2 l >3-> 3 -i > Y RR o ui>1NO - 

PRDPAHE PABA-AMBJOSAUCTLATE. 

5,3a parts of i-phenyl-2-pyridyl-(2 3 >3-N- 



70 



BEST AVAILABLE COPY 



689,835 



... : 



pynoli dino-pr opanc arc dissolved in 40 parts 
by volume of acetone, 9Tl & 6\i2 pans of paxa- 
aminosaiicylic acid arc dissolved in 30 pans 
by volume of acetone, and tie two solutions 
5 are mixed together. After standing for some 
time, tiie paxa-aminosalicylatc crystallises id 
the form of plates which melt' at 171 — 17** 
C with deconroosirion. Hie yield is nearly 
quantitative. The para-amino-saHcylate is 
10 soluble in water and about twice as potent 
as. the corresponding phosphate. .' 

Example 3. . 

I -PHENYL-I-mAZ0m-(2 J )-3 -N- 
PYRROUD2KOPKOPAKE PARA-AMUfO- 
25 SALICYLATE. 

Equivalent quantities .of para-aniin osali cylic 
.add and x-phenyl - 1 - thiazolyl - (a 1 ) * 3 - 
pyfrohdinopropane are separately dissolved 
in acetone, and the two solutions are mixed 

20 together. After standing for some rime, the.' 
para-aminosalicyiaEe crystallises jn the . form 
of plates 'melting at i6x — l6a* C "with decom- 
position. The yield is practically quantitative. 
The product is soluble in water and twice as 

25 potent as the corresponding phosphate. 

Example 4. 

2 O-DIMITHYLAMINOirrHYL-PHENTHUZmE 
PAIUr AMINOSALICYLATE. 

10 parts of ic^duriemylaminoethyl-phen* 
3Q thiazine hydrochloride are dissolved, while 
gently heating, in 120 parts of water, and the 
solution so obtained is mixed with a solution 
of 7 parts of sodium para-amin o- s ali cylate in, 
50 parts by volume of water.* The oily solu- 
35 .tion, which separates, rapidly becomes solid 
on rubbing. 33.3 pans of the para-ammo- 
salicylate .are obtained as a colourless salt 
which is sparingly soluble in water and readily 
soluble in hot acetone, in hot methyl alcohol 



C 6 H 



ch 2 - ca 2 



Q a 

in which R A and R a each represent a methyl 
group or the grouping 

R A 
— N< 
R- 

represents a'pyrrolidino group, and R, repre- 50 
sents a pyridyl or thiazolyl group, with para- 
. anunosalicylic add. 

z. x-Phenyl - 1 - pyridyH^-ouDerhyi- 
amino-propane para-aininosalicyiatc. 

3. 2-Phenyl-i-pyridyHa">3-N-pyrrolidmo- 65 
propane para-aminosalicyiate, 

4. i-Pfaenyl - 1 - thiazolyl-fc '^-N-pyrrd- \ 
idinopropane para-aminosalicylate. 

5. 10 - Dimemylarninoethyi - phenthiazine 
para-arninc«alicylate. 60 

6. A process for the manufacture of a salt 
of an anti-histarrunic base claimed in any one 
of claims I — $, wherein para-aniinosaficylic- 
add and die antihistamine base arc reacted 
together in equimolecular proportions or an Co 
alkali salt or an alkaline earth metal salt of 
para-arninosalicylic add is reacted with a salt 

of the anu-histandnic base with an inorganic 
arid. 

7. ■ A process for the manufacture of a- salt 70 
of an anu-histaminic base conducted substan- 



40 and in ethyl acetate. It decomposes at 159 — T ™ : ™: . 

. 160- C and is twice as potent as. the hydro- tially as described m any one of Exampcs 
chloride of io-d^iemyl.anunoethyl-phen-'.. ->*-4 herein, 
thiasane. . m 
What we "claim is: — 
45 3 . A salt of an. ann-histaminic base of the 
general formula 
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